10/826,031 Page 2 
FULL ESTIMATED COST 



0.21 



0.21 



FILE » REGISTRY* ENTERED AT 14:29:41 ON 25 OCT 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 



24 OCT 2005 HIGHEST RN 865981-77-7 
24 OCT 2005 HIGHEST RN 865981-77-7 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

*************************************************** 

* ★ 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
★★********************************************* 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. ' For information 
on property searching in REGISTRY, refer to: 

http: //www. cas .org/ONLINE/UG/regprops .html 



Uploading C:\Program Files\Stnexp\Queries\10826031pp.str 

COOH 





chain nodes : 
7 8 9 10 11 
ring nodes : 
1 2 3 4 5 6 
chain bonds : 
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4-11 5-10 6-7 7-8 7-9 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 
exact /norm bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 6-7 7-8 7-9 
exact bonds : 
4-11 5-10 



Match level : 

IrAtom 2: Atom 3: Atom 4 : Atom 5: Atom 6: Atom 7: CLASS 8 : CLASS 9: CLASS 10: CLASS 

11: CLASS 

fragments assigned product role: 
containing 1 



LI STRUCTURE UPLOADED 

=> file casreact 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.43 0.64 

FILE 'CASREACT' ENTERED AT 14:30:15 ON 25 OCT 2005 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 

for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 23 Oct 2005 VOL 143 ISS 17 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 
****************************************** 

* * 

* CASREACT now has more than 9.2 million reactions * 

* * 

Some CASREACT records are derived from the ZIC/VINITI database (1974-1991) 
provided by InfoChem, INPI data prior to 1986, and Biotransformations 
database compiled under the direction of Professor Dr. Klaus Kieslich". 

This file contains CAS Registry Numbers for easy and accurate substance 
identification. 

=> s 11 

SAMPLE SEARCH INITIATED 14:30:29 FILE 'CASREACT' 

SCREENING COMPLETE - 19 REACTIONS TO VERIFY FROM 1 DOCUMENTS 

100.0% DONE 19 VERIFIED 0 HIT RXNS 0 DOCS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 
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BATCH ** COMPLETE** 
PROJECTED VERIFICATIONS: 119 TO 641 

PROJECTED ANSWERS: 0 TO 0 

L2 0 SEA SSS SAM LI ( 0 REACTIONS) 

=> S 11 SSS full 

FULL SEARCH INITIATED 14:30:57 FILE 'CASREACT' 
SCREENING COMPLETE - 334 REACTIONS TO VERIFY FROM 

100.0% DONE 334 VERIFIED 21 HIT RXNS 

SEARCH TIME: 00.00.01 

L3 4 SEA SSS FUL LI ( 21 REACTIONS) 

=> d fhit ibib abs tot 
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L3 AHSVER 1 OF 4 CASRSACT COPYRIGHT 2005 ACS oa STN 
RXO) OF 122 ...Z * AA —> AB... 



r ? 

-p-C02H ^K. 



L3 ANSWER 1 OF 4 CASREACT COPYRIGHT 2005 ACS on STN (Continued) 

plpsrazic acid III moieties were obtained by Evans oxazolidinone ioida 
eoolate alkylatloo and hydrazinatioa/cyclization, resp., and the 
amioobaxanoa* aid* chain IV was prapd. via Grignard substitution of tha 
Vtinrab amida darlvad froa L-valina. Spactroseopie data for the rasultio^ 
syothatlc nstarial, coiq»ared with ths data reported for the natural 
product, tstabiisbad that the previously unassigned valine ketone 
staraoceatar <C-4) has the S-conf iguration. 

RSFSRSNCB COUNT t 26 THERE ARE 26 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




RCT Z 156699-40-0, AA 501-53-1 

RGT AC 1310-73-2 NaOH 

PRO AB 65632-62-4 

SOL 7732-18-5 Water, 108-88-3 PhMe 



ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



140:357083 CASREACT 

Stereochemical Definition and Chlrospecif ic Synthesis 
of the Peptide Deformylase Inhibitor Sch 332583 
Coats, Reed A.i Lee, Sheng-Lian; Davis, Kari A. i 
Fatal, Xanu H.i Rhoads, Blaio* K.; Howard, Michael R. 
Stine-Haskall Rasaarch Caotar, DuPont Crop Protection, 
Nevark, DX, 19711, USA 

Journal of Organic Chemistry (2004), 69(5), 1734-1737 

CODEN: JOCBAH; ISSN: 0022>3263 

American Chemical Society 

Journal 

English 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT ♦ 

AB The recently reported natural product Sch 382583 {I), an inhibitor of 

peptide deformylase, has been synthesized in 16 steps from com. available 
starting materials. The three cblral centers vara set by a combination of 
chiral auxiliary and chiral pool approaches. The succinate II and 



L3 ANSWER 2 OF 4 CASREACT COPYRIGHT 2005 ACS on STN 
RX(2) OF 3 ...C + I — > J 



L3 ANSWER 2 OF 4 CASREACT COPYRIGHT 2005 ACS on STN 
SOURCE: PCI Int. Appl., 14 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY AGO. NUM. COUNT t 1 
PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 




cf^P 



RX(2) 



ACCESSION NUMBER: 
TITLE) 



RCT C 150927-67-6 

STAGE (1) 

RGT X 1310-56-3 XQK 
SOL 71-36-3 BuOH 

STAGE (2) 

RGT L 7647-01-0 HCl 
SOL 7732-18-5 Water 

STAGE (3) 

RCT I SOl-53-1 

RGT M 1310-73-2 NaOH 

SOL 108-88-3 PhHe, 7732-1B-5 Water 

STAGS (4) 

RGT L 7647-01-0 HCl 
SOL 7732-18-5 Vatar 

PRO J 72120-»4-» 



WO 2001056997 Al 20010809 WO 2001-EP1159 20010202 

W: AE. AG, AL, AH, AT, AU, AZ, BA, BB, BG, BR, BY. BZ, CA, CH, CN, 

CR, CU, CZ, DE, DX, EH, DZ; EE, ES, FI, GB, GD, GE, GH, GH, HR, 

HU, ID, IL, IN, IS, JP, KE, KS, XP, XR, X2, LC, LK, LR, LS, LT, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 

SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, T2, UA, UG, US, UZ, VN, 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM, US, US 

RV: GH, GM, XE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 

OE, DX, ES, FI, FR, GB, GR, IE, IT, LU, HC, NL, PT, SB, TR, BF. 

BJ, CP, C6, CI, CM, GA, GH, Gtf, ML, MR, NB, SN. TD, TG 

PRIORITY APPLH. INFO. X EP 2000-102420 20000204 

US 2000-203936P 20000512 

OTHER SOURCE(S): NARPAT 135:137513 
GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Piperazic acid derivs. [I> Rl - Cl-20 alkyli R2 - H, Cl-6 alleyl, Cl-6 
haloalkyl, Cl-6 alkoxy, allyloxy, 2, 2, 2-trichloroethoxy, 2-iodoethoxy, 
(un) substituted Ph, benzyloxy, 4-methoxybenzyloKy, 2, 4 -dimethox^anzyloxy] 
(e.g., tri-Et hexahydro-l, 2, 3-pyridazlnetricarboKylate) are prepared in high 
yield and selectivity by the cyclocondensation reaction of a 
2,5-dihalopentanoate asters XC3I2CH2ai2CHXC02Rl (X - Br. Cli e.g., St 
2,5-dibronopentanoat*) in the presence of a base (e.g., sodium hydride) 
and a hydrazodicarboxylate esters R2CONHNKCOR2 (e.g., di-Et 
hydrazodicarboxylate) , followed by basic (e.g., aqueous KDH solution reflux) 
removal of the blocking groups to give alkali piperazic acid salts <IIi H 
- alkali metali e.g., piperazic acid potaasiun salt) followed by amidation 
with chloroformate esters R302CC1 (R3 - alkyl, allyl, 2,2,2- 
trichloroethyl, 2-iodoethyl, benzyl, 4-methoxybenzyl, 2,4-dimethoxybenzyl) 
e.g., benzyl chloroformate) to form piperazinic acid darlvs. [IIIi 
Nl- (benzyloxycarbonyl)piperazic acid]. 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFBRBNCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 



INVENTOR (S): 
PATENT ASSIGNEB(S)t 

<10/25/2005> 



135:137513 CASREACT 

Process for preparing piperazic acid and its ■ 
derivatives from the cyclocondensation reaction of 
2,5-dihalopentanoate esters with dialkyl 
hyd r a z od 1 ca r boxy 1 a te 9 
Brieden, Walter; O'Murchu, Colm 
Lonza A.-G., Swltz. 
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L3 AKSVER 3 OP 4 CASREACT COPYRIGHT 2005 ACS on STN 
BXdl) OF B7 ...AL * AO -«> A» 




L3 • ANSVER 3 Of 4 
CORPORATX SOURCK: 



PUBLISHER! 
DOCUHBHT TYPEi 




CASREACT COPYRIGHT 200S ACS on 5TM (COBtimJCd) 

Inst. Org. Cheiiiie Isotopenforschung. Uolv. Stuttgart, 

Stuttgart, D-70S69, Goroany 

Synthesis (1996), (2), 223-9 

CODEN: SYNTBFt ISSK> 0039-7881 

Tbit0« 

Journal 

English 



PyrldaziQ*-3-carboicylic acids s.g. I (R - C02CH2Ph, Rl, R2 - H or bondi R, 
R2 - H, Rl - C02CH2Pb) vare prepared via ring closure of a-bydrazino- 
and S-hydrazinopentanoates. Either optically active glutamic acid 
or an enantioselective catalytic hydrogenation was used to generate the 
chiral center. The numerous optically active intermediates are valuable 
starting materials for the synthesis of other unusual amino acids. 



RX(ll) RCT AL 176237-47-1 

STAGE (1) 

RGT H 1333-74-0 H2 
CAT 7440-05-3 Pd 
SOL 67-56-1 MeOH 

STAGE (2) 

RGT Y 7647-01-0 HCl 
SOL 7732-18-5 Water 

STAGE (3) 

RCT AO 501-53-1 

PRO AP 6S632-62-4 
NTE LAST STAGE AT PH 7 
ACCESSION NUMBER: 125:11384 CASREACT 

TITLE: Amino acids and peptides. Part 100. Enantioselective 

syntheses of (R) - and (S) -hexahydropyridazine-3- 
carboxylic acid derivatives 

AUTHOR(S): Schmidt, Ulrich; Braun, Christine; Sutoris, Heinz 



ANSWER 4 OF 4 CASREACT COPYRIGHT 2005 ACS on STN L3 ANSWER 4 OF 4 CASREACT COPYRIGHT 2005 ACS on STN 

vith ClC02Ci{2Ph gave I. 



RX<5) OF 15 





P 

YIELD 661 



ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 



RCT L 32750-52-0, 0 501-53-1 

RGT Q 1310-73-2 NaOH 

PRO P 72120-54-e 

SOL 7732-18-5 Water, 108-98-3 PhMe 



111:234 66 CASREACT 
Preparation of 1- (benzyloxycarbonyl) hexabydro-3- 
pyridazinecarboxylic acid, a protected piperazic acid 
Adams, C. S.i Aguilar, D.i Hertcl, S.i Knight, V. H.; 
Peterson, J. 

Hoffmann-La Roche Inc., Wtitley, NJ, 07110, USA 

synthetic Conmuaications (1988), 18(18), 2225-31 

CODEN: SYNCAVl ISSN: 0039-7911 

Journal 

English 




AB 4-Phenylurazole was en?>loyed in a multistep synthesis of the title acid 

(I) . The urazole was dehydrogenated, the product underwent a Diels-Alder 
reaction with CH2:CHCH:CHC02H, and the adduct obtained was hydrogenated to 
bicyclic compound II. II was hydrolyzed by XDH, and subsequent acylation 

<10/25/2005> Habte 
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4-11 5-10 6-7 7-8 7-9 
ring bonds ; 

1-2 1-6 2-3 3-4 4-5 5-6 
exact /norm bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 6-7 7-8 7-9 
exact bonds : 
4-11 5-10 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9 : CLASS 10: CLASS 
11: CLASS 



LI 



STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 



COOH 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 14:25:52 FILE 
SAMPLE . SCREEN SEARCH COMPLETED - 



'REGISTRY' 

8 TO ITERATE 



100,0% PROCESSED 
SEARCH TIME: 00.00,01 



8 ITERATIONS 



1 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH ** COMPLETE** 

8 TO 329 
1 TO 80 



L2 



1 SEA SSS SAM LI 



=> S 11 SSS full 

FULL SEARCH INITIATED 14:25:59 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 177 TO ITERATE 



100.0% PROCESSED 



177 ITERATIONS 



7 ANSWERS 
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SEARCH TIME 



00.00.01 



L3 



7 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
161.33 



TOTAL 
SESSION 
161.54 



FULL ESTIMATED COST 



FILE *CAPLUS' ENTERED AT 14:26:07 ON 25 OCT 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 25 Oct 2005 VOL 143 ISS 18 
FILE LAST UPDATED: 24 Oct 2005 (20051024/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas .org/ infopolicy.html 



=> s 13 
L4 



27 L3 



=> d ibib abs hitstr tot 
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L4 ANSVER 1 07 27 CAPLUS COPYRIGHT 200S ACS OO STN 
ACCESSION NUMBER: 2005:S6771 CAPLUS 

OOCUHENT NUMBER: 142:1S5962 

TITLE: Caulytlc eyclocoodcnsatioo process for tht production 

of 1, 2-disub9titut«d>hflxafaydropyridaziat-3-carbo]iylic 
acids and Chair asters froa N,H'-di substituted 
hydrazines and 2, S-dihalovaleric acids 

INVENTOB(S): Nerenz, Frank* Bartels, Guenterj Kanschick-Conradsen, 

Andreas 

PATENT ASSIGNEE(S): Honeywell Specialty Cheoicals Seelze GabH, Gereany 

SOURCE: Ger. Offeo., 10 pp. 

CODEN: GWXXBX 
DOCUMENT TYPE: Patent 
LANGUAGE: Garaan 
FAMILY ACC. NUM. OOUHTt 2 
PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 




APPLICATION 


NO. 




DATE 


DE 10328888 






Al 




200&0120 




DE 2003- 


-1032BB88 




20030626 


VO 2005028449 




Al 




20050331 




VO 2004-EPS2B4 




20040517 


V: AB, 


AG. 


AL, 


AM. 


AT. 


AU. AZ, 


BA. 


, BB, BG, 


BR, 


BV, 


BY. 


BE 


, CA. CH. 


CM, 


CO, 


OR, 


CU, 


C2, 


DK, OH, 


DZ, 


, EC, EE, 


EG, 


ES, 


FI, 


GB 


, GD, GB. 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, IN, 


IS, 


, JP, KE, 


KG, 


KP, 


KR, 


KZ 


, LC, LK. 


LR, 


LS, 


LT, 


LU, 


LV. 


HA, HD, 


MG, 


, MK, HN, 


HV, 


HX, 


HZ, 


NA 


. NI, NO, 


NZ, 


OH, 


PG, 


PH. 


PL, 


PT, RO, 


RU, 


, SC, SD, 


SE, 


SG, 


SK, 


SL 


, SY, TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, UG, 


US, 


, U2, VC, 


VN, 


YU, 


ZA, 


ZH 


, ZW 


Rtf: BV, 


GH, 


GK, 


KE, 


LS, 


HV, HZ, 


NA, 


, SD, SL, 


SZ, 


TZ, 


UG, 


ZM 


, ZV, AH, 


AZ, 


BY, 


KG, 


KZ, 


HO, 


RU, TJ, 


TH, 


, AT, BE, 


BG, 


CH, 


CY, 


C2 


, DE, DX, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, HU, 


IE. 


, IT, LU, 


MC, 


NL, 


PL, 


PT 


, RO, SE, 


SI, 


SK. 


TR. 


BF, 


BJ, 


CF, CG, 


CI, 


, CM, GA, 


GN, 


GQ, 


GV, 


ML 


, HR, NE, 


SN, 


TD. 


TG 






















iRITV APPLN. 


INTO. : 










DE 2003- 


•10326888 




A : 


20030626 
















US 2003- 


•505470P 




p ; 


20030924 



OTHER SOURCE(S): CASREACT 142:155962; HARPAT 142:155962 

AB A cyclocondensation process for the production of 1, 2-disubstituted- 
hexahydropyrida^ina-3-carboxylic acids (e.g.. Me 1,2- 
dibenzyloxycarbonylhexabydropyridazine-3-carboicylate) and their esters 
from N,N*-disub9tituted hydrazines (e.g., H,H'- 

dibenzyloxycarbonylhydrazine) and 2,5-dihalavaleric acids (e.g.. He 
2, S-dibromovalerate) in the presence of phase-transfer catalysts (e.g., 
NaOH in the presence of He tributylamraonlum chloride) is described. 
IT 827602-71-lP 827602-73-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(catalytic cyclocondensation process for the production of 
1, 2-di3ub3tit\jited-hexahydropyridazine-3-carboKylic acids and their 
esters f rom N,N' -di substituted hydrazines and 2, 5-dihalovaleric acids) 
RN 827602-71-1 CAPLUS 

CN l,3(2H)>Pyridazinedicarboxylic acid, tetrahydro-, 1- (1, 1-diiaethylethyl) 
ester (SCI) (CA INDEX NAME) 
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RN 827602-73-3 CAPLUS 

CN l,3(2H)-PyTidazin«dicarboxylic acid, tetrahydro-, l-(9H-fluoren-9- 
ylmetbyl) ester (SCI) (CA INDEX NAME) 




REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




L4 ANSVER 2 OF 27 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

EP 1468993 

R: AT. BB, CH, 
IB, SI, LT, 
FR 2853901 
FR 2853901 
CA 2463185 
US 2004210053 
JP 2004315535 

PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 

GI 



2004:875976 CAPLUS 
141:350183 

Process for the preparation of hcxahydropyridazine-3- 
carboxylic acid derivatives via cyclocondensation of 
dihaloallcylcarboxylata with hydrazinedicarboxylata 
Lhermitter, Hervei Vincent, Charles -Henri i Picherit, 

Christian 

Isochem, Fr. 

Eur. Pat. Appl., 9 pp. 

CODEN: EPXXDV 

.Patent 

French 



KIND DATE 



APPLICATION NO. 



DATE 



Al 20041020 EP 2004-290935 
DE, DK, ES, FR, GB, GR, IT. LI. LU, 
LV, FI, RO, MK, CY, AL, TR, BG, CZ, 



20041022 
20050617 
20041016 
20041021 
20041111 



MARPAT 141:350183 



FR 2003-4763 

CA 2004-2463185 
US 200 4-826031 
JP 2004-1210S9 
FR 2003-4763 



20040408 
NL, SE, HC, PT, 
EE, HU, PL, SK, HR 

20030416 

20040414 
20040415 
20040416 
A 20030416 



ANSWER 2 OF 27 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
acid 

RL: IMF (Industrial manufacture)! PREP (Preparation) 

(product; prepn. of bexahydropyridazlne-3-carboxyIic acid derivs. via 

cyclocondensation of dihaloalkylcarboxylate with 

hydrazinedicarboxylate) 
72120-54-8 CAPLUS 

1,3(2H) -Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylraethyl) ester 
(9CI) (CA INDEX NAME) 




^2" 
I^NH 



AB The invention is related to a process for preparation of 

hexahydropyridazine-3- 

carboxylic acids I by cyclocondensation of dihaloalkylcarboxylate of 
formula R3- (CH2) 3> (CHR3) •C02R2 with hydrazinedicarboxylate of formula 
RO-CO-NH-NH-CO-OR in the presence of a base (pK i 8.5) and a ketone 
as organic solvent, and selective deprotection of the in-situ formed 
tricarboxylate in aqueous basic media {R - (un) substituted (un) saturated 

alkyl. 

(un) substituted aralkyl, arylr R2 - (un) substituted alkyli R3 - halo, 
nucleofuge] . The advantages include simple purification, rapid and 
economical 

one-step process. Thus, 1, 2- (dibenzyloxycarbonyl) hydrazine reacted with 
Ne 2, 5-dibromovalerate in the presence of tetrabutylamraopniua broi&ide, 
K2C03 and acetone at reflux for 24 h, treatmant with 30t NaOH solution at 
40* for 5-7 h, and acldulatlon with HCl to itfl - 1 gave tht acid I 
(R - Bn) . 

IT 72l20-54-8», 1- (Benzyloxycarbonyl) hexahydropyrldazia«-3-carboxylic 

<10/25/2005> Habte 



10/826,031 Page 6 



L4 ANSWER 3 0? 27 CAPLUS COPYRICSIT 2005 ACS on STM 
ACCESSION NUMBER: 2004:550932 CAPUTS 

DOCUMENT NUMBER: 141:106199 

TITLE: PraparatioD of aoval hydroxamlc acid and 

H'fonivlbydtoxylaBlaa darivatlvas as aatibactarial 
a9«nts 

INVENTOR(S): East, Stephen P«ter> Brag?, Ryan Ashlayi Taylor, 

Steven 

PATENT ASSIGNEE(S): Vernalis Oxford Ltd., UK 

SOURCE: PCT Int. ^pl., 41 pp. 

OODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATIim: 



PATENT 


NO. 






KIND 


DATE 




APPLICATION 


NO. 




DATE 


VO 20040S6751 




Al 




20040708 




WO 2003- 


GB5407 




20031211 


V: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN. 




CO, 


CR, 


CU, 


CZ, 


OE, 


DK, DH, 


DZ, 


EC, 
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AB The title conpds. (!i Q - N(OH)CHO or CONH(OH)i Y - CO. CS, SO, S02> Rl - 
H, alkyl, alkyl substituted by one or raore halogen atoms, or, except vhen 
Q - N(0H)CH0, OH, alJcoxy, alkenyloxy, halo, NH2, alJcylamino, or 
dialkylaninoj R2 - (un) substituted allcyl, alJcyl-0-alkyl, alkyl-S-alkyl, 
cycloalJcylalkyl, arylalkyl, heterocyclylalkyl, etc.; R3, R5 - H, 
(un) substituted alkyl; or R3 and R5 taken together with the carbon and 
nitrogen atoias to which they are resp. attached form a saturated 

hatarocyclic 

ring of 5-7 ring atons, vbicb nay ba fused to a second carbocyclic or 
heterocyclic ring, either of vhich rings may optionally be substituted; R4 
- H, (un) substituted alkyl, alkenyl, alkynyl, cycloalkyl, aryl, 
heterocyclyl, etc.i A - a primary, secondary or tertiary amino group or a 
group R6, 0R6 (vherein R6 - (un) substituted alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, heterocyclyl, etc.)], useful for treating bacterial 
infections, were prepared E.g., a multi-step synthesis of (2R)-II, was 
given. The corapds. I were tested for their antibacterial activity. MIC 
ranges vera given for representative conpds. I. A pharmaceutical or 
veterinary composition comprising the con^iound I is clained. 
IT 6SS32-S2-4P 

RL: RCT (Reactant) t SPN (Synthetic preparation) > PREP (Preparation) i BACT 
(Reactant or reagent) 

(preparation of novel hydroxamlc acid and N-fornylhydroxy lamina derivs. 

as 

antibacterial agents) 
RH 65632-62-4 CAPLUS 

CN l,3(2H)-Pyridazlaedicarboxylie acid, tetrahydro-, 1- (phenylmethyl) ester, 
(35)- (9CI) (CA INDEX MAKE) 

Absolute stereochemistry. Rotation (-). 
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Stereochemical Definition and Chirospecific Synthesis 
of the Peptide Deformylase Inhibitor Sch 382583 
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Patel, Kanu M.; Rhoads, Elaine K. > Howard, Michael H. 
Stine-Haskell Research Center, DuPont Crop Protection, 
Newark, DE, 19711, USA 

Journal of Organic Chemistry (2004), 69(5), 1734-1737 

CODEH: JOCEAH; ISSN: 0022-3263*——"— 

American Chemical Society 

Journal 

English 

CASREACT 140:357083 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The recently reported natural product Sch 382583 (I), an inhibitor of 

peptide deformylase, has been synthesized in 16 steps from com. available 
Starting materials. The three chlral centers were set by a combination of 
chiral auxiliary and chiral pool approaches. The succinate II and 
piperazic acid III moieties ware obtained by Evans oxazolidinone Imide 
enolate alkylation and hydrazination/cyclization, resp., and the 
aminohexanone side chain IV was prepared via Grignard substitution of the 
Veinreb amide derived from L-valine. Spectroscopic data for the resulting 
synthetic material, compared with the data reported for the natural 
product, established that the previously unassignad valine ketone 
stereocenter <C-4) has the S-conf iguration. 

IT 65632-62-4P • 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(steraoebem. definition and chirospacific synthesis of the peptide 
deformylase inhibitor Sch 382583) 
RN 65632-62-4 CAPLUS 

CN l,3(2H)-Pyridazinedicarboxylic acid, tatrahydro-, 1- (phenylmethyl) ester, 
(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB Combinatorial libraries of conqxJs. I {wherein n - 0-6> Rl - C0(CH2)nR, 

C0NH(CH2)niR« CSNH (CH2 ) oR, S02(CH2)inK; m • 0-6« vith optional presence of a 
double bond when a > 2i R - K (vhen m # 0), OH, SH, alkoxy, aryloxy, 
aralkoxy, cycloalkyl, (un) substituted (un) saturated hetero (bi) cyclic, 
(un) substituted aryl, aralkyl; NH2 and derivs.i R2 - Rl or H; N R3 - N-R3, 
N:R3; R3 - Rl vhen NR3 is N-R3, and R vbea NR3 Is N:R3i their isomers, 
racemates, eoantioraers, diastereomers and their addition salts with acids or 
bases] were prepared for treatment of disorders linked to proteases and 
kinases, and particularly those in which cathepsin K is involved. For 
example, a combinatorial library of 810 (9x9x10) of I (n -2, N-B3 single 
bond) was prepared on solid support by a first acylation of II (preparation 
given) at the primary amino group, a second acylation of II at the 
pyridazine-H, hydrazinolysls , and a third acylation of the hydrazide. II 
vas prepared from Cbz-protacted heiiahydropyridazia-3-carboxylic acid and 
Cbz-p-alanine. I inhibited cathepsin X (no data). I are useful for 
treatjnent of cardiovascular diseases, cancers, CNS disorders, inflammatory 
diseases, infectious diseases, and bone disorders. 

IT »S«32-«2-4 

RL: RCT (Keactant) ; RACT (Reactant or reagent) 

(preparation of combinatorial libraries of hydrazides and hydrazones of 
pyridazinecarboxylic acid as inhibitors of cathepsin K) 

RN 65632-62-4 CAPLUS 

CN l,3(2H)-Pyridaziaedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(35)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-} . 
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O I 



AB The invention provides title conqxls. I, chemical libraries thereof, a method 
of preparation of the compds., and their use as drugs [wherein: n - 0-6f Rl 

(un) substituted alkyl, aryl, aralkyl, (un)saturated hetero(bi) cyclic; R2 - 
diazo, halo, OH, 0(CH2)mR, S(CH2)mR, 0C0(CH2)mR, NRR'; m - 0-6, with 
optional presence of a double bond or chain substitution by alkyl, aryl, 
aralkyl, (un) saturated hetero (bi) cyclic; R, R' - H (when m •» 0) , OH, SH, 
cyano, alkoxy, (un) substituted aryloxy or aralkoxy, cycloalkyl, 

(un) substituted (un) saturated hetero (bi) cyclic, (un) substituted aryl or 
aralkyl; or NRR' - (un) substituted N-heterocycle» R3 - C0R3', C0NHR3'. 
CSNHR3*, or S02R3'; R3' - alkyl; aryl, aralkyl, or (un) saturated 
hetero (bi)cycllci including isomers, racemates, enantiomers, 
diastereomers, and acid and base addition salts] . The compds. are useful 

for 

treatment of disorders linked to proteases and kinases, and particularly 
those in which cathepsin K is implicated. These include cardiovascular 
diseases, cancers, CNS disorders, inflammatory diseases, infectious 
diseases, and bone disorders. A list of 47 compds. t is given, as well as 
a general preparative route to I. Claims include combinatorial libraries 
of I. For example, conqsound II was prepared in several steps from a 
Z-protected hexahydropyridazic acid derivative, Z-protected ^alanine, 
isovaleric anhydride, a corresponding diazo ketone, and a 
pyridinedicarboxylic acid derivative Fourteen compds. I, including II, 
inhibited cathepsin X in vitro, vith IC50 values < 1 mM. 
IT 65632-62-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(starting material; preparation of new pyridazinecarboxylic acid derivs. 

as 

inhibitors of cathepsin K) 
RN 65632-62-4 CAPLUS 

CN 1,3 (2H) -Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 

(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



<10/25/2005> 



Habte 



10/826,031 Page 8 



L4 AH5VER 6 OF 27 CAPLUS COPYRIGHT 2005 ACS on 5TN (CoDtimiad) 




REFERENCE COUKT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 7 OF 27 CAPLUS COPYRIGHT 2005. ACS on STM 
ACCESSION NUMBER: 2001:581652 CAPLUS 

DOCUMENT NUMBER: 135:137513 

TITLE) Prociss for preparing piparazic acid and its 

darivatlvts from tha cyclocondensation raaction of 
2,5-dihaIopantanoata aatars with dialkyl 

hydra z odi ca rboxy 1 a tes 
INVENTOR(S): Briedea, Valter; O'Hurchu, Cola 

PATENT ASSIOIEE (5) : Lonza A.-G., Svitz. 

SOURCE: . PCT Int. ;^pl.,-14 pp. 

CODEN: PIXX02 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. KIND DATE APPLICATION NO. DATE 



2001056997 




Al 




20010809 




VO 2001- 


•EP1159 




20010202 


V: AB, 


AG, 


AL, 


AH, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG. 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CR, 


CU, 


CZ, 


OS, 


OX, 


OH, 


DZ, 


EE, 


BS, 


PI, 


GB, 


GO, 


GB, 


CH, 


GH, 


HR, 


HU, 


ID, 


IL, 


IN. 


IS, 


JP. 


KB. 


HG, 


XP, 


XR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


HA, 


HD, 


MG. 


HK, 


MN, 


MV, 


MX, 


NZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SX, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


U2, 


VN, 


YU, 


2A, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


US, 


US 






RV: GH, 


GM, 


KE, 


LS, 


HV, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


2», 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IB, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CH. 


GA, 




Gff, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 







PRIORITY APPLH. INFO.: EP 2000-102420 A 20000204 

. US 2000-203936P P 20000512 
OTHER SOURCE (S): CASREACT 135:137513; MARPAT 135:137513 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLIME PRINT * 

AB Piperazic acid derivs. [I; Rl - Cl-20 alkylf R2 - H, Cl-6 alky^l, Cl-6 
haloalkyl, Cl-6 alkoxy, allyloxy, 2,2, 2-trlchloroethoxy, 2-iodoethoxy, 
(un) substituted Ph, benzyloxy, 4-inethoxybenzyloxy, 2, 4-dimetboxybenzyloxy] 
(e.g., tri-Et hexahydro-1, 2, 3-pyridazioetricarboxylate) are prepared in high 
yield and selectivity by the cyclocondensation reaction of a 
2,5-dihalopentanoate esters XCH2CH2CH2CHXC02R1 (X - Br, Cli e.g., Et 
2, 5-dibroraopentanoate) in the presence of a base (e.g., sodium hydride) 
and a hydrazodicarboKylate esters R2CONHNHCOR2 (e.g., di-Et 
hydrazodicarboKylate) , followed by basic {e.g., aqueous KOH solution reflux) 
removal of the blocking groups to give alkali piperazic acid salts (II; M 
- alkali metal; e.g., piperazic acid potassium salt) folloved by amidation 
with chloroformate esters R302CC1 (R3 - alkyl, allyl, 2,2,2- 
trichloroethyl, 2-iodoethyl, benzyl, 4-methoxybenzyl, 2,4-dimethoxybenzyl; 
e.g., benzyl chloroformate) to f orm piperazinic acid derivs. (Ill; 
Nl- (benzyloxycarboayl) piperazic acid] . 

IT 72120-54-ep 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(process for preparing piperazic acid and its derivs. from the 
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cyclocondensation reaction of 2,5-dihalopentanoate esters with dialkyl 
faydrazodicarboxylates) - t— - 

72120-54-8 CAPLUS 

l,3(2H)-Pyridazinedicarboxylic acid, tetrabydro-. 1- (phenylmethyl) ester 
(9CI) (CA INDEX NAME) 
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PATENT INFORMATION: 










PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


FR 2777888 


Al 


19991029 


FR 1998-5242 


19980427 


FR 2777888 


Bl 


20040716 






JP 2000001489 


A2 


20000107 


ap 1999-105457 


19990413 


US 6258947 


Bl 


20010710 


US 1999-296325 


19990422 


EP 955310 


Al 


19991110 


SP 1999-401019 


19990426 


EP 955310 


Bl 


20041013 






R: AT, BE, CH, 


DE, DK, 


. ES, FR, G 


B, GR, IT, LI, LU, 


NL, SB, HC, PT. 


IE, SI, LT, 


LV, FI< 


, RO 






AT 279434 


E 


20041015 


AT 1999-401019 


19990426 


PT 955310 


T 


20050131 


PT 1999-401019 


19990426 


ES 2229641 


T3 


20050416 


ES 1999-401019 


19990426 


US 2001002422 


Al 


20010531 


US 2001-765761 


20010119 


US 6433164 


B2 


20020813 






PRIORITY APPLH. INFO. : 






FR 1998-5242 


A 19980427 








US 1999-296325 


Al 19990422 



OTHER SOURCE (S) : 



CASREACT 132:3373; HARPAT 132:3373 




AB Title compds.{I; R - H or (ar)alkyl; Rl - acyl protecting group and R2 - H 
or R1R2 ~ atoms to complete a cyclic protecting group] were prepared as 
intermediates for pyridazinodiazepines II. Thus, I (R1R2 - 
phthaloyl) (III; R3 - R4 - H) (preparation given) was treated with 
{Me2CH)2NLi/PhSeBr to give III (R3R4 - bond) which was hydrogenated to 
give II. 
IT 72120-S4-a 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of (S) -9-amlno-3,4,7,fi, 9, lO-hexahydro-6, 10-dioxo-6H- 
pyridazinotl,2-al [l,2]diazeplne-l-carboxylates as phariuiceutical 
intermediates) 
RN 72120-54-8 CAPLUS 

CN l,3(2H)>PyridazlnedicarboxyUc acid, tetrabydro-, 1- (pbeoylmetfayl) ester 
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1999:708765 CAPLUS 
131:322632 

Nowl octafaydro-e, 10-dioso<-6H-pyTldazino[l,2- 

a] (If 2]dlaz«pin*-l-carboxylic acid dsrivativas as 

intarnediatas for preparin? thtrapeutically activt 

coepounds 

Colladant, Col«tt«i Crocq, Varoolquti Larkia, John 

Patrlcki Roussel, Patrick 

Hoecbst Marion Rouasel, Fr. 

PCT lat. Appl., 29 pp. 

COOEN: PIXXD2 

Patant 

French 
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PATENT NO. 



KIND DATE 



APPLICATION NO. 



go 9955724 Al 19991104 WO 1999-FR9ei 19990426 

U: AJi, AL, AU, BA. BB, BG, BR, CA, CM, CO, C2, EE, GD, GS, RR, HU, 
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BS, FI, FR, GB, GR, IE, IT, LU, MC. NL, PT, SB, BF, BJ, CF, OG, 
CI, CM, GA, GN, GV, ML, MR, NE, SN, TD, T6 
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FR 
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Bl 
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AA 
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CA 
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AU 
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AU 
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B2 
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BR 
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20010109 


BR 


1999-10020 
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EP 
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Al 


20010207 


EP 


1999-915834 


19990426 
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?!» 


RO 
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JP 
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20020508 


JP 


2000-545882 


19990426 


EE 
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EE 


2000-619 
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NZ 
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NZ 


1999-507618 


19990426 


NO 
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20001219 


NO 
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HR 
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HR 
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2000006081 


A 


20011029 


ZA 


2000-6081 


20001027 


US 


6548664 


Bl 


20030415 


US 


2000-674327 


20001031 


HK 


1039131 


Al 


20050513 


HX 


2002-100645 


2002012B 


US 


2002128473 


Al 


20020912 
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US 
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B2 


20030527 
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Al 
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b C02R I 



AB Title compds. I [A > H, alkyl, aralkyl] in SR configuration or in the form 

of a SR -f SS mixture were prepared Thus, (S,S)-I [R - He] was obtained from 
5-broaopentanoic acid in 8 steps, deracemization being carried out in the 
last step. 

IT 72120-54-8P 

RL: RCT (Reactant) ) SPN {Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 
(preparation of 
octahydro-6, 10-dioxo-6H-pyrida2ino(l, 2-a] [1, 2]diazepine-l- 

carboxylic esters as intermediates for preparing therapeutically active 
compds. ) 
RN 72120-54-8 CAPLUS 

CN 1,3 (2H) -pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester 
(9CI) <CA INDEX NAME) 




REFERENCE COUNT: 
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GI 




CAPLUS COPYRIGHT 2005 ACS on STN 
1999:366128 CAPLUS 
131: 144580 

An efficient stereoselective synthesis of 
{3S (IS, 9S) ] -3- [ ( (9- (banzoylamino) octahydro-6, 10-dioxo- 
6H-pyrida2ino [ 1 , 2-aJ [1,2] diazapln-l-yl] carbonyl) anino] - 
4-oxobutanoic acid, an intarlaukin converting anzyma 
(ICE) inhibitor 

Chen, M. H.f Goal, 0. P.i Hyun, J.-V.i Magano, J.i 
Rubin, J. R. 

Parke-Davis Pharmaceutical Research Division, 

Varner-Lambert Conpany, Ann Arbor, MI, 48105, USA 

Bioorganic k Medicinal Chemistry Letters (1999), 

9(11), 1587-1592 

CODEN: BKCLE8; ISSN: 0960-8 94X 

Elsevier Science Ltd. 

Journal 

English 



.C02H 



The title compound (I) is a potent interleukin-lp-converting enzyme 
inhibitor. Recently, an efficient chiral synthesis of I was accomplished 
in our labs. The overall yield of this 18-step stareosalectiva synthesis 
was 9.8%. 
6S632-62-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(stereoselective preparation of interleukin converting enzyme inhibitor) 
65632-62-4 CAPLUS 

l,3(2H)-PyridazinedicarboityIie acid, tetrahydro-, 1- (phanylnethyl) ester, 
(35)- (SCI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-). 



REFERENCE COUNT: 



THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS 
RKORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1997:502830 CAPLUS 
127:122000 

Inhibitors of iot«rl«ukitt-lp conwrtiag •nzym* 
Batch* lor. Hark J. i Bcbblagton, Davidi Beais, Guy V. t 
Fridoao, Volf Herman; Gillcapiv, Roger J.f Golec, 
Julian M. C. ) Gu, Yon?; Lauffer, David J.f Livingston, 
David J.; Matharu, Saroop S.i Mullican, Michael O.i 
Murcko, Mark A.; Murdoch, Robert; Nyce, Philip L.f 
Robidoux, Andrea L. C; et al. 
USA 

POT Znt. Appl., 946 pp. 

CODBN: PIX}CD2 

Patent 

English 

2 



PATENT MO. 



KIND DATE 



APPLICATION NO. 



VO 9722619 
VO 9722619 



A2 
A3 



19970626 
19971016 



WO 1996-US20843 



V: AL, AH, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, 



GB, GE, HU, IL, IS, JP, XE, KG, 

LU, LV, MD, MG, MK, HH, HV, MX, 

SG, SI, SK, TJ, TM. TR, TT, UA, 

MD, RU, TJ, TM 



DK, EE, ES, FI 

LK, LR, LS, LT, 

RO, RU, SD, SB, 

AZ, BY, KG, KZ, 

RV: KE, LS, MV, SD, SZ, UG, AT, BE, OI, DE, OX, ES, FI 

IE, IT, LU, MC, NL, 

MR, NE, SN, TD, TG 
US 6008217 



> FT, SE. BF, BJ, CF, CG, CI, CM, 



US 5874424 
US 5985863 
US 6204261 
CA 2239904 
AU 9715222 
AU 735075 
BP 869967 
R: AT, 



B2 
A2 

CH, OB, OX, 
IE, SI, LT, LV, FI, 

BR 9612258 A 
NZ 326610 A 
JP 2002507961 T2 
TV 541309 B 
RU 2249598 C2 
NO 9802597 A 
AU 756253 B2 
PRIORITY APPLH. INFO. : 



19991228 
19990223 
19991116 
20010320 
19970626 
19970714 
20010626 
19981014 
BS, TSL, t 
RO 
19990713 
20000825 
20020312 
20030711 
20050410 
19980812 
20030109 



US 1995-575641 
US 1996-598332 
US 1996-712878 
US 1996-761483 
CA 1996-2239904 
AU 1997-15222 

BP 1996-945318 
I, GR, IT, LI, LU, 1 

BR 1996-12258 
NZ 1996-326610 
JP 1997-523098 
TV 1996-85115799 
RU 1998-113931 
NO 1998-2597 
AU 2001-76122 
US 1995-575641 
US 1996-598332 
US 1996-712878 
US 1996-31495P 
US 1996-761483 
AU 1997-15222 
WO 1996-US20843 



19961220 

CU, CZ, DB, 

XR. XZ, LC, 

NZ, PL, PT, 

UZ, VN, AM, 

FR, GB. GR, 
GA, GN. ML, 

19951220 
19960208 
19960912 
19961206 
19961220 
19961220 

19961220 
,, SE, HC, PT, 

19961220 
19961220 
19961220 
19961220 
19961220 
19980605 
20010928 
A 19951220 
A 19960208 
A 19960912 
P 19961126 
A 19961206 
A3 19961220 
W 19961220 



OTHER SOURCE (S): HARPAT 127:122000 

AB Coiapds. R(CH2)nCH(NHRl) (CR22)iaR3 [R - NC, R4CR:CH, R40N:CH, R4CR22, etc. 



L4 ANSWER 11 OF 27 CAPLUS COPYRIGHT 2005 ACS on STW (Continued) 

vbere R2 is independently selected f rom H, OH, F and R4 is (un) substituted 
alkyl; Rl - R5NHCHR6CONR7CHR8CO, vbere C3IR6CONR7 is a 2-oxoa2epine ring 
substituted by benzo, pyrido, tbieno, or related rings at the 6,7-po9ition 
and optionally may have 0, NH. S, SO, or S02 at the 5-position, R5 and R8 
are H, cyclic group, etc.; R3 - OH, GOC0CO2H, C02H, or any bioisosteric 
replacement for C02H; n - 0, 1, 2; n • 0, 1} vere prepd. as inhibitors of 
interleukin-ip converting enzyme. Thus, (IS, 9S (2RS, 3S) ) -9- 
benzoylamino-6, lO-dioJco-1, 2, 3,4, 7,8,9, lO-octahydro-N- (2-ben2yloxy-5- 
oxotetrabydrofuran-3-yl) -6H-pyridazino[l,2-a] [l,2]diazepine-l-carboxaaide 
vas prepd. and shown to have ICSO values of 900 and 600 nH, resp., in the 
peripheral blood leonoauclear cell (PBMC) and whole human blood assays. 

IT 65«32-«2-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(inhibitors of interleukin-lp converting enzyme) 

RN 65632-62-4 CAPLUS 

CN l,3(2H)-Pyridazinedicarboxylic acid, tetrahydro-, l-(phenylDethyl) ester, 

(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1997:468998 CAPLUS 
127:176690 

Potent carboxylate inhibitors of stroraelysin 

containing P2' plperazic acids and PI' biaryl moieties 

Cherney, Robert J.; Decicco, Carl P.; Nelson, David 

J.J Wang, Li; Meyer, Dayton T.; Hardraan, Xarl D.; 

Copeland, Robert A.; Arner, Elizabeth C. 

The DuPont Merck Pharmaceutical Co., Experimental 

Station, Wilmington, DE, 19880-0500, USA 

Bioorganic k Medicinal Chemistry Letters (1997), 

7(13), 1757-1762 

CODEN: BMCLBSi ISSN: 0960-8 94X 

Elsevier 

Journal 

English 



CONIffi 
R3 HN,.^^ 



AB Several carboxylate derivs. I (R - Me, butyl; R2 - L-Tyr (Me)NHMe; R3 - 
4-Rl-C6H4(CH2)2> Rl - H, Ph) and II (X - CH2, NH; R - Me, butyl; R3 - 
4-Rl-C6H4W(CH2)2; Rl - Ph, benzyl, pentyl, iso-Pr, butyl; W - bond, 01 
were synthesized and evaluated as stromelysin (HMP-3) inhibitors. Compds. 
containing a biphenyl moiety, i.e. Rl * Ph, vere found to be potent 

inhibitors 

of MMP-3. An X-ray crystal structure of the most potent compound, 
carboxylate I (R - Bu, R2 - L-Tyr (Me) NHHe, R3 - 4-Ph-C6K4 (CH2) 2] , revealed 
an important interaction between the inhibitor's biphenyl moiety and 
hlstidino 224 in the SI' pocket of MMP-3. 
IT 6Sfi32-62-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of potent carboxylate inhibitors of stromelysin containing 
plperazic acids and biaryl moieties) 
RN 65632-62-4 CAPLUS 

CN l,3(2H)-PyridaEioedlcarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(3S)- (9CI) (CA INDEX NAHB) 

Absolute stereochemistry. Rotation (-) . 
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1996:194708 CAPLUS 
124:232477 

Preparation of hydroxamic acid derivatives as 
metalloproteinase inhibitors 

Broadhurst, Michael John; Brown, Paul Anthony; 

Johnson, William Henry 

F. Hoffmann- la Roche AG, Switz. 

PCT Int. Appl., 64 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



WO 9533731 



KIND DATE 



APPLICATION NO. 



DATE 



Al 19951214 WO 1995-EP1956 19950523 

W: AM, AU, BB, BG, BR, BY, CA, CN, CZ, EE, FI, GE, KU, IS, JP, K3, 

XP, XR, KZ, LK, LR, LT, LV, HD, HG, HN, HX, NO, HZ, PL, RO, RU, 
SG, SI, SK, TJ, TM, TT, UA, US, UZ, VN 

RW: KE, MW, SD, S2, UG, AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, 

LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, CM, GA, GN, ML, MR, NE, 
SN, TD, TG 

AU 9S26156 Al 19960104 AU 1995-26156 19950523 

PRIORITY APPLN. INFO. : GB 1994-11598 A 19940609 

WO 199S-BP19S6 W 19950523 

OTHER SOURCE (S) : MARPAT 124:232477 

GI 




AB R2C0CBR1CHR3C0NHDH [Rl - C6-12 alkyli R2 - H-attached heterocyclyl; R3 - 
(ar)alkyl, heterocyclylalkyl]vere prepared Thus, tert-Bu 
(2R,3RS) -2-heptyl-3- (3-phenylpropyl)hydrogensuccinate vas anidated by 
(3S) -l-benzyloxycarbonyI-3-hexahydropyridazinecarboxylic acid and the 
product amidated by 4-amino-2,2, 6, 6-tetramethylpiperidine to give, after 
further araidation and deprotection, title compound I which had ICSO of 
5.7x10-10 and 2.3xlO-10H against stromelysin and gelatinase In vitro, 
resp. 

IT 65S32-62-4 72120-54-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of hydroxamic acid derivs. aa metalloproteinase inhibitors) 

RN 65632-62-4 CAPLUS 

CN 1, 3 (2H)-Pyridazlnedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 

(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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1996:150226 CAPLUS 
124:202303 

Preparation of piparazic add derivatives and aaalo93 
as aetalloproteinase and tumor necrosis factor 
inhibitors 

Decicco, Carl Peter; Jacobson, Irlna Ciporai Magolda. 

Ronald L.; Nelson, David Johni Cbarnay, Robert Joseph 

Du Pont Merck Fharnaceutical Co., USA 

PCT Int. Appl., 180 pp. 

OODENt PIXXD2 

Patent 

English 

1 



KIND DATE 



VO -9529692 

V: AU, BR, CA, 
RO, RU, 5G, 
RV: AT, BE, OI, 
ZA 9503399 
AU 9523947 
PRIORITY APPLH. INFO.: 



APPLICATION NO. 



DATE 



Al 19951109 VO 1995>US5012 19950427 

CN, CZ, BE, FX, HU, JP, KR, LT, LV, MX, NO, NZ, PL, 
SI, SK, UA, VN 

DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 



Al 



19961028 
19951129 



Zfi 1995-3399 
AU 199S-23947 
US 1994-23419S 
US 199S-423193 
90 1995-US5012 



19950426 
19950427 
19940428 
19950418 
19950427 



OTHER SOURCE (S) : 
GI 



HARPAT 124:202303 




AB ACHR2C0R [A - NR8CHR9C02H, CHRllCR9R9aC02H, CRlRlaCONHOH/ R - 

(un) substituted carbocyclic ring system, -heterocyclyli Rl - H, halo, 
al)cyl, aryl, heterocyclyl, etc.* Rla - groups cited for Rl, NH2, OH, 
alkoBy, etc. I R2 - (alkoxy)alkyl. (CH2)nOR20. etc.; R8 - K, alkyl, acyl» 
R9 - H, alk(en)yl, alkynylt R9a • H, OH, alkoxy, NH2, etc.» Rll > H, 
alkyl, CH2Phi R20 - (hetero) aryl, heterocyclyli n - 0-8) were prepared 
ThU3, (2S,3B)-He2CHCH2CH(C02H)CHMeC02CH2CC13 (preparation given) was 

ami da ted 

by tert-Bu Nl- (benzyloxycarbonyl)piperazate and the product converted in 4 
steps to title corqjound I vhich had Ki of <SOnH for inhibition of 
stroraelysin in vitro. 
IT «5«32-62-4r 

RL: RCT (Keactant) 1 SPN (Synthetic preparation)? PREP (Preparation) r RACT 
(Reactant or reagent) 
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(prepn. of piperazic acid derivs. and analogs as natal loproteinase and 
tumor necrosis factor inhibitors) 

RN 65632-62-4 CAPLUS 

CN l,3(2H)-Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 

|3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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1996:131769 CAPLUS 
125:11384 

Amino acids and peptides. Part 100. Enantloselective 
syntheses of (R) - and (S) -heKahydropyridazlne-3- 
carboxylic acid derivatives 

Schmidt, Ulrichj Braun, Christine; Sutoris, Heinz 

Inst. Org. Chemie Isotopenf orschung, Univ. Stuttgart, 

Stuttgart, D-70569, Germany 

Synthesis (1996), (2), 223-9 

CODEN: SYNTBFj ISSN: 0039-7881 

Thieme 

Journal 

English 

CASREACT 125:11384 




AB Pyridazine-3-carboxylic acids e.g. I (R - C02CH2Pb, Rl, R2 - H or bond; R, 
R2 - H, Rl - C02CH2Fh) were prepared via ring closure of a-hydrazino- 
aod S-hydrazinopentanoates. Either optically active glutamic acid 
or an enantioselective catalytic hydrogenation was used to generate the 
cbiral center. The numerous optically active intermediates arc valuable' 
starting materials for the synthesis of other unusual amino acids. 

IT 65632-62-4P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 

(preparation of chiral pyridazinecarboxylic acid derivs. by 

stereoselective 

processes) 

RN 65632-62-4 CAPLUS 

CN l,3{2H)-Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CAFLUS COPYRIGHT 200S ACS OQ STN 
1996:106S1 CAPLUS 
124:116925 

Probing the P3' pocket of stromelysin with piperazic 
acid analogs 

Nugiel, David A.i Jacobs, Kim Declcco, Carl P.; 
Nelson, David J.i Copelaad, Robert A. i Hardiaan, Karl 



D. 



DE, 



DuPoDt Merck Fharnaceutical Co., Wilmington, 
19880-0353, USA 
Bioorgaoic k Medicinal Cbeaistiy Letters (1995) 
5(24), 3053-6 

CODEN: BMCLESf ISSN: 0960-894X 

Elsevier 

Journal 

English 




AB The piperazic acid analogs I [R - C02Ne, C02H, CH20H, CH20He] of 

matlystatin (I, R - CONHMe) were prepared as stroaelysin (MMP-3) inhibitors. 
The nethylainide substitueot can be replaced by other carboKy-baaed 
substituents and maintain good binding affinity. Removal of the 
hydrogen-bond acceptor results in a 30-fold decrease in activity. 

IT 65632-62-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of matlystatin analogs as MMP-3 inhibitors) 

KN 65632-62-4 CAPLUS 

CH l,3(2H)-Pyridazia«dlcarboxylic acid, tetrabydro-, 1- (phenylmethyl) ester, 
(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



L4 ANSVER IT 0!F 27 
ACXZSSION NUMBER: 



AUTKOR(S) : 
CORPORATE SOURCE: 

SbUItCE: 

PUBLISHER: 

DOCUMENT TYPE: 

LANGUACTi 

OTHER SOURCB(S): 

GI 



CAPLUS COPyniGRT 2005 ACS 00 STN 
1995:956554 CAPLUS 
124:175991 

Synthesis of a novel 6, 5-bicyclic hexahydropyridazine 
derivative 

Dragovlch, Peter S.i Tada, Hiroki; Zhou, Ru 

Agouron Pharmaceuticals, Inc., San Diego, CA, 92121, 

USA 

Heterocycles (1995), 41(11), 2487-98 

CODEN: HTCYAHi ISSN: 0385-5414 

Japan Institute of Heterocyclic Chemistry 

Journal 

English 

CASREACT 124:175991 



AB A convergent synthesis of the 6, 5-bicyclic hexahydropyridazine derivative I 
is 

described in lAich (3S) -Nl-Cbz-piperazic acid He ester is coupled with the 
functionalized carboxylic acid fragment II. The Sharpless asya. 
dihydroxylation reaction (AD) of the 1, 1-di substituted olefin 
EtOCOC(CH2CH2He) )CK2 is utilized in the preparation of II and is observed to 
produce the corresponding diol with 44% enantiomeric excess and R ■ 
stereochera« 

IT 65632-62-4 

RL: RCT (Reactant) > RACT (Reactant or reagent) 
(preparation of bicyclic pyridazine) 

RN 65632-62-4 CAPLUS 

CH l,3(2H)-Pyridazinedlcarboxylic add, tetrabydro-, 1- (phenylmethyl) ester, 
(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




CAPLUS COPYRIGHT 2005 ACS on STN 
1995:248180 CAPLUS 
122:133801 

Synthetic studies on the azinothricin family of 
antibiotics. 3. Enantioselective synthesis of a 
hexapeptide precursor for antitumor antibiotic Afl3586C 
Kale, Karl J.i Delisser, VernM.; Yeh, Li -Kuan* Peak, 
S. Andrevf Manaviazar, Soraya; Bhatia, Gurpreet S. 
Dep. Chem., Univ. College London, London, VCIH OAJ, UK 
Tetrahedron Letters (1994), 35(41), 7685-8 
CODEN: TELEAYr ISSN; 0040-4039 
Elsevier 
Journal 
Eng lish 

CASREACT 122:133801 
A "3+2^1" fragment condensation strategy to a precursor of the hexapeptide 
found in antibiotic A e3586C is described. 
IT 72150-21-lP 

RL: RCT (Reactant) i SPN (Synthetic preparation) » PREP (Preparation) ; RACT 
(Reactant or reagent) 

(intermediatef synthetic studies on azinothricin family of antibiotic 
sand enantioselective synthesis of a hexapeptide precursor for 
antitumor antibiotic Afi358 6C) 
RN 72150-21-1 CAPLUS 

CN l,3(2H)-Pyridazinedicarboxylic acid, tetrabydro-, 1- (phenylmethyl) ester, 
(R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
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PATENT INFORMATION: 



1994:700765 CAPLUS 
121:300765 

Preparation of oxoheterocyclyl-substituted hydroxamie 

acid derivatives as collagenase inhibitors 

Broadhurst, Michael John; Brown, Paul Anthonyf 

Johnson^ William Henry; Lawton, Geoffrey 

F. Hoffmann-La Roche A.-G., Switz. 

Eur. Pat. Appl., 27 pp. 

CODEN: EPXXDW 

Patent 

English 

1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


EP 


574758 


Al 


19931222 


EP 1993-108628 


19930528 


EP 


574758 


61 


19980909 










R: AT, BE, CH, 


DE, DK, 


, ES, FR, 


GB, GR, IE, IT, LI, 


LU, MC, NL, PT, 


US 


5318964 


A 


19940607 


US 


1993-66832 


19930524 


AU 


9339816 


Al 


19931216 


AU 


1993-39816 


19930526 


AU 


659555 


B2 


19950518 








AT 


170840 


E 


19980915 


AT 


1993-108628 


19930528 


ES 


2121896 


T3 


19981216 


ES 


1993-108628 


19930528 


ZA 


9303957 


A 


19931213 


ZA 


1993-3957 


19930604 


RO 


112613 


B3 


19971128 


RO 


1993-777 


19930604 


CZ 


283373 


B6 


19980415 


CZ 


1993-1081 


19930604 


IL 


105921 


Al 


19980104 


IL 


1993-105921 


19930607 


CA 


2098168 


AA 


19931212 


CA 


1993-2098168 


19930610 


NO 


9302117 


A 


19931213 


NO 


1993-2117 


19930610 


CN 


1083062 


A 


19940302 


CN 


1993-107239 


19930610 


CN 


1035616 


B 


19970813 








JP 


06065196 


A2 


19940308 


JP 


1993-165228 


19930610 


JP 


07076210 


B4 


19950816 








FI 


109S35 


Bl 


20020830 


FI 


1993-2692 


19930611 


US 


5447929 


A 


19950905 


US 


1994-214895 


19940317 


PRIORITY APPLH. INPO. 1 






GB 


1992-12421 


A 19920611 










GB 


1993-5720 


A 19930319 










US 


1993-66832 


A3 19930524 



OTHER SOURCE (S) : 
GI 



HARPAT 121:300765 



Me 




I 
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(Continued) 



Rl(CH2)oCH(CONHOH}CH{CONR2R3)CHn4CRSll6C3I2R7 (Rl - attached 
oxoheterocy-clylr R2 - allcyli R3 - alkyl or arylt NR2R3 - beterocyclylf 
R4-R7 - B or Mei a - 1-4) were prepared Thus, (2R)-[ (lR,S)-tert- 
butoxycarboIIyl-2-pbtbalisddoet^^l] -4-Betfavlvaleric acid was aaidated by 
l-bcn2yloxycarbaB0yI-(3S)-hexal^rqpyridaziaecarboxylic acid aod the 
product converted in 3 steps to title cospound (R,S)-I vhich had IC50 of 1.2 
nM a^aioat collaganasa in vitro. 
72120-S4-S 

RL: RCT (Reactant); RACT (Rcactaat or reagent) 

(reaction of, in preparation of collagenase inhibitor) 
72120-54-0 CWLWS 

l,3(2H)-Pyrid8zinedicarboxylic acid, tetrafaydro-, 1- (phenylswtbyl) ester 
(9CI) (CA INDEX HAKE) 
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AUTHOR (S): 

CORPORATE SOURCE: 
SOURCE: 

OOCUHENT TYPE: 

LUIGUAGE: 

GI 



CAPLUS COPYRIGHT 2005 ACS on STN 
1993:40S$&S CAPLUS 
119:8SSB 

Synthesis and dcterainatlon of the absolute 
configuration of natlystatin B 

Taaalci, Xazuhifcof Ogita, Takeshi i Tanzava. Kazuhikoi 
SugiEUra, Yulcio 

Biosci. Res. Lab., Sankyo Co. , Ltd., Tokyo, 140, Japan 

Tetrahedron Letters (1993), 34(4), 683-6 

CODEN: TELEAY) ISSN: 0040-4039 

Journal 

English 



He 

Ljle 

coior^ooE 



He(CH2)4i 



AB The title compound was first synthesized and its absolute configuration vas 

determined as I by comparison with the natural product. 
IT 72120-54-B 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(resolution and esterif ication of) 
BN 72120-54-8 CAPLUS 

CN l,3(2H)-Pyridazinedicarboi{ylic acid, tetrahydro-, l-(phenylmethyl) ester 
(9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 
DOCUMENT NUHBER: 
TITLE: 



AUTI»R(S) 



CORPORATE SOURCE: 



DOCUMENT TYPEi 
LANGUAGE: 
AB 



CAPLUS COPYRIGHT 2005 ACS on STN 
1992:634509 CAPLUS 
117:234509 

Development of a novel class of cyclic hexapeptide 

oxytocin antagonists based on a natural product 
Williams, Peter D.t Bock, Mark G.; Tung, Roger D. < 
Garsky, Victor M.i Perlov, Debra S.j Erb, Jill M.; 
Lundell, G. F.; Gould, Norman P.f Wbitter, Willie L.i 
•t al. 

Dep. Med. Chem. , Pharm. Res. Dev., Merck Res. Lab., 
Vest Point, PA, 19486, USA 

Journal of Medicinal Chemistry (1992), 35(21), 3905-18 
CODEN: JMCMARi ISSN: 0022-2623 

Journal 
English 

Structure-activity profiles for cyclic hexapeptide analogs of oxytocin 
inhibitor cyclo[L-Prol-D-Phe2-L-Ile3-D-APl24-L-APi25-D-MePhe6) 
(L-36S,209i AFiz - debydropiperazyl) are given. The optimal 
conbination of cyclic amino acid ring sizes at positions 1,' 4, and 6 and 
the role of the H-alkyl substituent at position 6 was elucidated. 
Lipophilic amino acids at positions 2 and 3 and the unusual amino acid 
D-APiz at position 4 were the most critical residues for obtaining good 
oxytocin receptor affinity. Incorporation of amino acids that contain a 
basic side chain at the less critical 5 and 6 positions maintained good 
receptor affinity and also provided useful levels of water solubility for 

i.v. 

formulation. By combining potency and solubility enhancing substitutions, 
several analogs were identified that have the desired combination of 
properties in vitro. 
IT 72150-21-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(peptide coupling of, with isoleuclne derivative) 
RN 72150-21-1 CAPLUS 

CN 1,3(2H) -Pyridazinedicarboxylic acid, tetrahydro-, 1- (phcnylmethyl) ester, 
(R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O^Pl 
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PATENT ASSIGNEE (S) : 
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LANGUAGE; 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1992:490798 CAPLUS 
117:90798 

Preparation of cyclic hexapeptides as oxytocin 
antagonists 

Bock, Mark G.i Veber, Daniel F. I Tung, Roger D.i 

Williams, Peter D.> Freidinger, Roger M. 

Merck and Co., Inc., USA 

Eur. Pat. kppl., 119 pp. 

CODEN: EFXXDV 

Patent 

English 

1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


EP 444898 


Al 


19910904 


EP 1991-301582 


19910227 


R: CH, DS. FR, 


GB, IT. 


, LI, NL 






US 5225528 


A 


19930706 


US 1990-628986 


19901217 


CA 2036973 


AA 


19910828 


CA 1991-2036973 


19910225 


JP 05112600 


A2 


19930507 


JP 1991-216769 


19910227 


PRIORITY APPLH. INFO. : 






US 1990-486030 


A 19900227 


OTHER SOURCE (S): 


MARPAT 


117:90798 








AB Title compds. [Ir A - Gly, Ala, Ser, KeAla, Ql, etc.i XI - Ala, Pro, Ser, 
Thr, Asn, Asp, Glu, Gin, Lys, Arg, His, Orn, 4-hydroxyproline, HeAla, 
eye lohexyl alanine residue, Q2, Q3, ete.i X2 - Q2, Q3, Ala, Pro, Thr, His, 
eyelohexylalanina, MeAla, 4-hydroxyproline residue, etc.i R3, R4, R5 - H, 
Me, Et, Pr, allyl, dihydroxypropyl, CH2C02H> R6 - H, styryl, pyridyl, 
aminopropyl, benzothienyl, (substituted) Ph, naphthyl, indolyl; R7 - H, 
Me2CH, Pr, Bu, EtNeCH, cyclopentyl, cyclohexyl, Ph, 4- (PhCH20)C6H4, 
4-HOC6H4, CH20H, etc.; R8 - H, OH, SH, indolyl, imidazolyl, Ph, naphthyl, 
aminopropyl, guanidinylethyl, pyridyl, imidazolylalkyl, C0NH2, CH2CONH2, 
etc. J 1 - l,2i m - 0-2), were prepared I are useful in treatment of preterm 
labor and dysmenorrhea, and. for stoppage of labor preparatory to caesarlan 
delivery. Thus, cyclo[D-Phe-L-Ile-D-pipecolyl-L-plpecolyl-D-MePhe-L-Pro] 
was prepared by solid-phase peptide coupling on a phenylacetaaidometfayl 
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rftain usinQ f luoroenylmethoxycarbonyl-prot«cted aoioo acids folloved by 
hydrazine lysis to clesv« the resin and cyclizatioo of the resulting 
bydrazid* using isoaayl nitrite in 5H HCl/TKF. I inhibited receptor 
binding of 3H-oxytoci& with IC50 - 1.2->10,000 oM. 

IT 72150-21-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, in preparation of cyclic besapeptide o«ytocin antagonists) 

RN 72150-21-1 CAPLUS 

CN 1, 3 (2H)-Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(R)- (9CI) (CA INDEX KAHS) 

Absolute stereochemistry. 
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CORPORATE SOURCE: 



OOCUHSNT TYPE: 
LANGUAGS: 

I SOURCE (S): 



1990:631988 CAPLUS 
113:231988 

Total synthesis of L-156,602, a nevel cyclic 
hexadepsipeptide antibiotic 

Durette, Philippe L.i Baker, Florence! Barker, Peter 
L. ; Boger, Joshua; Bondy, Steven S.t Hanaond, Milton 
h.t Lanza, Thomas J.> Pessolano, Arsenio A.; Caldvell, 
Charles G. 

Dep. Hed. Chem. Res., Herck Sharp and Dobae, Rahway, 
NJ, 07065, USA 

Tetrahedron Letters <1990), 31(9), 1237-40 

CODEN: TSLEAYf ISSN: 0040-4039 

Journal 

English 

CASREACT 113:23198S 




The total synthesis of the naturally occurring cyclic haxadepsipeptidc 

antibiotic L-156, 602 (I) is described. 

72150-21-1 

RL: RCT (Reactant) i RACT (Reactant or reagent) 

(coupling of, with alanine derivative) 
72150-21-1 CAPLUS 

1,3(2H) -Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




(J^Pl 



65632-S2-4 

RL: RCT (Reactant) i RACT (Reactant or reagent) 



L4 ANSWER 23 OF 27 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

(coupling of, with glycine deriv. ) 
RN 65632-62-4 CAPLUS 

CN l,3{2H)-PyridazinedicarbOKylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1989:423466 CAPLUS 
111:23466 

Preparation of 1- (benzyloxycarbonyl) hexahydro-3- 
pyridazinecarboxylic acid, a protected piperazic acid 
Adams, C. E.; Aguilar, D.; Hertel, S.j Knight, W. H.i 
Paterson, J. 

Hoffmann-La Roche Inc., Nutley, NJ, 07110, USA 

Synthetic Communications (1988), 18(18), 2225-31 

CODEN: SYNCAV; ISSN: 0039-7911 

Journal 

English 

CASREACT 111:23466 



9 




AB 4-Phenylurazole was employed in a multistep synthesis of the title acid 

(I). The urazole was debydrogenated, the product underwent a Diels-Alder 
reaction with CH2:CHCH:CHC02H, and the adduct obtained was hydrogenated to 
bi cyclic compound II. II was hydrolyzed by KOH, and subsequent acylation 
with ClC02CH2Ph gave I. 

IT 72l20-54-ap 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 

RN 72120-54-S CAPLUS 

CN l,3(2H)-?yrldazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester 
(9CI) (CA INDEX NAME) 
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PATENT ASSIGNEE (S): 
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DOCUMENT TYPE: 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1981:532934 CAPLUS 
95:132934 

Pyridazopyridazin* darivativeSf iottriMdiat«9 for 

their preparation, and tbair pharaaceutieal usa 

Hassell, Cadrlc Utrbarti Moody, Christopher John 

Hoffoann-La Roche« F., und Co. A.-G., Svitz. 

Eur. Pat. Appl.. SI pp. 

CODEN: EFXXDff 

Patent 

Geraan 

1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


SP 


25941 


Al 


19810401 


EP 


1980-105411 


19800910 


SP 


25941 


Bl 


19B30504 










R: AT, BE, CH, 


DE, FR 


GB, IT, 


LU, NL, SE 




AT 


3209 


E 


19830515 


AT 


1980-105411 


19800910 


US 


4341781 


A 


19820727 


US 


1980-186237 


19800911 


AU 


6062357 


Al 


19810326 


AU 


1980-62357 


19800912 


ZA 


B005651 


A 


19810930 


ZA 


1980-5651 


19800912 


JP 


56081598 


A2 


19810703 


JP 


1980-128049 


19800917 


HU 


24145 


0 


19821228 


HU 


1980-2284 


19800917 


HU 


181741 


B 


19831128 








DK 


8003958 


A 


19810320 


OX 


1980-3958 


19800916 


FI 


8002940 


A 


19810320 


FI 


1980-2940 


19800918 


NO 


8002771 


A 


19810320 


HO 


1980-2771 


19800918 


ES 


495159 


Al 


19811116 


ES 


1980-495159 


1980091B 


ES 


503580 


Al 


19820401 


ES 


1981-503580 


19810701 


ES 


503581 


Al 


19820401 


ES 


19S1-503581 


19810701 


ES 


603578 


Al 


19820501 


ES 


1981-503578 


19810701 


ES 


503579 


Al 


19820501 


ES 


1981-503579 


19810701 


ES 


S03582 


Al 


19820516 


ES 


1981-503582 


19810701 


PRIORITY APPLH. INFO. : 






GB 


1979-32531 


A 19790919 










GB 


1980-22701 


A 19800711 










GB 


1979-32431 


A 19790919 










JP 


1979-32531 


A 19790919 










EP 


19SO-105411 


A 19800910 
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(Z - aikylene, M - K, alkyl, aryl, acyl, aroyl)i R2 - OH, alkoxy, NH2» R3 

- H, ailcyl aryl; R4-R7 - Hi R4R5 and/or R6R7 - bond) vere prepd. Thus, 
(i)-Ne l-(benzylosycarbonyI)hexahydro-3-pyridazinecarbo]cylate reacted 
vith AcSCH2CH(COCl)CH2C02Fh and NaOH in CH2C12, folloved by treataent with 
Br in HOAc, then vith PC15 in SMF to give (R - R3 • R7 - H, Rl - 
AcSNe, R2 - Me) (2 diaatercoaers) , vhich vas sapond to I (R - R2 - R3 - R7 

- He, Rl - CK2SH). vhich at 6.25 * 10-8 H gave SOI inhibition of 
cleavage of hippuryi-hiatldyl- leucine by angiotensin coovartlng enzyaa. 
T2120-54-8 

RL: RCr (Reactant)i RACT (Reaetant or reagent) 

(osterifi cation of) 
72120-54-8 CAPLUS 

l,3<2H)-Pyridazinedicarbo]fylic acid, tatrahydro-, l-<pheoylaethyl) ester 
{9CI) (CA INDEX HAMS) 





I 



AB The antihypertensive conpds. I [one of R, Rl - H, alkyl, the other - ZSRB 



L4 ANSWER 26 OF 27 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1980:6901 CAPLUS 
92:6901 * 

Amino-acids and peptides. Part 21. Synthesis of a 
congener of the cyclohexadepsipeptide antibiotic, 

moDanycin 

Hassall, CedricH. i Johnson, VilliaaH. f Theobald. 

Colin J. 

Roche Prod. Ltd., Velwyn Garden City, UK 
Journal of the Cheaical Society, Perkin Transactions 
1: . Organic and Bio-Organic Cheaistry (1972-1999) 
(1979), (6), 1451-4 
CODEN: JCPRB4I ISSN: 0300-922X 
Journal 
English 



AB The preparation of monamycin X (I), vhich differs from natural congeners 
such 

as monamycin B3 in that the 3S, 5S-5-hydroxypiperazic acid residue is 
replaced by 3S-piperazic acid (s-Pip), is described. The final synthetic 
step involves intramol. cyclocondensation reaction of 0-Val-L-Ile-R-Pip-S- 
Pip-N-He-D-Leu-L-Pro. I exhibited antibacterial activity against 
Staphylococcus aureus. 

IT 72120-54-ep 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and resolution of) 

RN 72120-54-8 CAPLUS 

CN l,3(2H)-Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester 
(9CI) (CA INDEX NAME) 



IT 6S632-62-4P 72120-55-9P 72150-21-lP 
72173-00-3^ 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as intermediate in monamycin congener preparation) 
RN 65632-62-4 CAPLUS 

CN l,3(2H)-PyrldaBinedicarbosylic add, tetrahydro-, 1- (phenylaetfayl) ester, 
(3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



72120-55-9 CAPLUS 

1, 3 (2H) -pyrldazinedicarboxylic acid, tetrahydro-, 1- (pbenyiraethyl) eater, 
(S)-. coE^. vith [R- (R*, S*) ] -a-(l- (methylamino)ethyl]benzenemethano 
1 (1:1) (9CI) (CA INDEX NAME) 
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CH 1 



CRN 65632-62-4 
CMF C13 H16 N2 04 



Absolute stereochemistry. Rotation (-) . 



CRN 299-42-3 
CHF CIO HIS N 0 



Absolute stereochemistry. 



NHMe 



RN 72150-21-1 CAPLUS 

CN 1,3 (2H) -Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(R)- (9CI) (CA INOS( NAME) 

Absolute stereochemistry. 




72173-00-3 CAPLUS 

1,3 (2H} -Pyridazinedicarboxylic acid, tetrahydro-, 1- (phenylmethyl) ester, 
(R)-, coopd. with (S-(R*,S*)]-a-[l-<aethylaaino)athyl)benzeneiuthano 
1 (111) (9CI) (CA INDEX HAMS) 



CM 



1 



CRN 72150-21-1 
CMF C13 H16 N2 04 



Absolute stareocheiftistry. 
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CBN 321-98-2 
CMF CIO HIS N 0 



Absolute stereochemistry-. Rotation {*) , 
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ACCSSSION NUlBERi 
DOCUMENT NUMBER: 
TITLE: 

MITBOR(S) : 

CORPORATE SOURCE: 
SOURCE: 



DOCUMENT TYPE! 
LANGUAGEi 



MHHe 



RN 
CN 



CAPLUS COPYRIGHT 2005 ACS oa STN 
1978:191391 CAPLUS 
88:191391 

Synthesis of a congener of the cyclohtxadepsipeptide 

antibiotic nonamycin 

Kassall, CedricH. ; Johnson, William H.r Theobald, 

Colin J. 

Roche Prod. Ltd., Welwyn Garden City, UX 
Journal of the Chejaical Society, Cbenical 
Cosuauni cations (1977), (18), 635-6 
CODEN: JCCCATi ISSN: 0022-4936 
Journal 
English 

Deoxyraonamycin B3 (I), vhich contains residues of D-valine, L-isoleucic 
acid, D- and L-hexahydropiperazic acid, N-raetbyl-D- leucine, and L-proline, 
vas prepared from the protected individual aoino acids. I has antibacterial 
activity against Staphylococcus aureus similar to that of raonanycin. 
65632-62-4 

BL: BCT (Reactant) i RACT (Reactant or reagent) 

(coupling reaction of, in nonamycin congener preparation) 
65632-62-4 CAPLUS 

1,3(2H)-Pyrldazinedicarbaxylic acid, tatrabydro-, 1- (phenylnethyl) ester, 
(3S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-). 
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